Schistosomiasis is a chronic helminthic disease of humans and animals which in the absence of reinfection may persist for 10 to 12 years or perhaps for the lifetime of the host. The host inflammatory response to eggs produced by intravascular female worms is the basis for the pathophysiological changes which result in hepatosplenic schistosomal disease.
In view of the extensive endeavors to isolate a putative immune complex from human as well as experimental schistosomiasis (1, 5, 9, 14) , the present study was initiated to isolate and characterize an abnormal serum protein(s) which spontaneously precipitated from sera of Schistosoma japonicum-infected rabbits after exposure to lower temperatures. The (2, (6) (7) (8) (10) (11) (12) . The cryoprecipitate in S. japonicum-infected rabbits offered a potentially valuable opportunity to obtain and characterize an abnormal serum protein which might mediate the glomerulonephritis which is a frequent sequela of chronic schistosomiasis japonica in rabbits (13) .
Immunochemical and physical chemical studies were performed on pooled cryoprecipitates which were collected from rabbits with 8-weekold infections initiated with 1,000 S. japonicum cercariae of the Philippine-Leyte strain. The animals exhibited average worm burdens of 200 adult worm pairs. A second group of 18 rabbits infected with 250 or 500 S. japonicum cercariae were bled from the ear artery to obtain sera for cryoprecipitate processing. These animals were used in a previously published study of immunecomplex glomerulonephritis and amyloidosis in S. japonicum-infected rabbits (13) . After the initial preinfection bleed, blood was collected at 2, 4, 6, 8, 11, 14, was placed at 4°C for 1 week to permit reprecipitation of the cryoprecipitate. The purification cycle of solubilization at 37°C followed by precipitation at 4°C was repeated two more times.
Although trace amounts of cryoprecipitate were present in normal rabbits, there was qualitatively at least 20 times more precipitate in animals at 7 weeks after infection with 250 to 1,000 S. japonicum cercariae. Each infected animal exhibited some degree of cryoprecipitation, and these precipitates were observed throughout the 8-month infection. Although the initial formation of cryoprecipitate at 7 weeks postinfection correlated with rising serum levels of IgG, IgM, and C3, cryoprecipitates persisted at 8 months in spite of IgG and IgM returning to near normal levels (A. Robinson pigs mounted an antibody response to rabbit fibrinogen, alpha-macroglobulin, and C3, as determined by immunoelectrophoresis (Fig. 2) . The fibrinogen and alpha-macroglobulin were only minor constituents of the cryoprecipitates as they were not detectable upon direct examination.
In view of the characteristics of other IgMIgG mixed cryoglobulins, it seemed highly probable that the IgM would exhibit antiglobulin activity toward the IgG component (2) . To achieve separation of the cryoprecipitate components, 10 mg of cryoprecipitate from seven infected rabbits was dissolved in 0.4 ml of 0.01 M PBS-1 M NaCl at pH 7.2 and eluted at room temperature on a Sepharose 6B (Pharmacia) column (0.9 by 95 cm). Six peaks were observed (Fig. 3) . The first peak corresponds to the void volume and contained nondissociated cryoprecipitate with a molecular weight of greater than 4 x 106. Peaks I, II, III, IV, and V were each vacuum concentrated and dialyzed against 0.1 M PBS (pH 7.2) to a volume of 0.2 ml. Each peak was reacted with goat anti-rabbit IgG and goat anti-rabbit IgM (Cappel Laboratories) in Ouchterlony double-diffusion gels to determine which peaks contained IgM and IgG and whether those two components were successfully resolved from one another. Samples were applied to micro Ouchterlony templates placed on 0.7% agarose in 0.01 M PBS (pH 7.8), and the slides were incubated for 24 h at room temperature and then for 24 h at 4°C. Duplicate slides were incubated for 48 h at 4°C. Similarly, the separated cryoprecipitate IgM and IgG were reacted with each other and with other column fractions. Peak III contained molecules with a molecular weight of approximately 106, and, therefore, IgM was eluted in this peak and was not contaminated with IgG as demonstrated by immunodiffusion gels. The IgG was located in peak V in the absence of any detectable IgM. None of these separated fractions cryoprecipitated upon incu- 
